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HJIffl* 

r yv^y^y i i ^fa%fom%t;mT&mMffi.m% 

Ty^^y^yi i^^tKMt, mmr-yn^^y*?^ i±a •. 
uvx i ru-)vr : y)Vhyy7,y^ i 7—^. (ut, ACATtv^.) mmm*^ 
m m \z x m% m&w^ tsu * iz-^-^-r mmnf&yo \z m-t % 0 

^fc, ^mmt. ryitJr^yyyi i^w-^^m^ ACATmmn^mm 
Miz^tem&ujhmm m\z. a) \z, mm\zx\tmm^m^xm^^z^'r^ 

mmwi^zmm-r^B^mxumm-r^mzm-r^o 

\z, ^uu^a-jvfiLm) <D\zfr, i^jfejEE^ < y7.vymn.mzm~3<ffittm 
tvTBffiTz>m&&£<, Kwzmmfim&&?T\*z>£mz-£>nTg>io w^c 

7t'-f^^>^3 7i,J|159-5K(1 9 8 8 fDiabetes. 37. 1595(1988)]}, 



WO 03/020315 



PCT/JP02/08629 



2 

mmmm^&m^, m&hm^rc®, ustmm m\z, a) iz$itz>, mmmit 
^wzfmkvk&mm, mskmrnm, mmmm^mmcDmmmkiz&mT&m 
mo^mmjLummm cmz, mmm) \zmmT&%zt&n>itii^ 

fct, *^HJ0a^.«> Y>^^>^>! IgtM^Jt, ACATP1S ( 

as*, mmizxfemm&m^xmx\z%i^T%&omMn}&m cmz. iwti 

*^HJCP@^«, T^^T^^I Ig^^^ji, ACATH^J 

(Dmmmiz^m^MtiUjkm^s (mz, a) k:, iifl#Jcxtei$p^£^Tsu<^;:&: 

ffi-&1rz> zt&tSiriTz ztiz^K) , 7>> ? ^>~>> i i ^jfi^W^© 

#HgBg 6 3 -2 3 8 6 8 (MMW SfH 5 , 1 3 8, 0 6 9-*&«) fcSB« 

^>T?&D. *r<Dfc&%\** 2-7'^;i/-4^DO-l - [2* - (lH-jh 
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5 --f;W t'7x-Jl/- 4 -^)V^)\>~\ -1H — f 5^/-;P-5- 
#^¥4-5 0 6 2 2 2^fg (WO 9 1/14 6 7 9^#) fcl3*fe£nfc— 

fis=s; (i) **r*^*xJ4*o*a±*l : *$nsifi 

T£>K ^©ftAfe&Wv 2-N-^;i—4-Xlf Dy^D^>- 1 - [2' 
- •(lH-fh9!/- )\>-%-<)V) t*7i- ;^4— t)V^)V\ -2 — TS^ 

yij>-5-t>T^o, #3^<zw;wwi/*>fci* ^©ms.tff^^nsift'b 

#H¥4-2 3 5 1 4 9^3* (EP^5B^4 3 3 9 8 3^fg) fctB*fe$nfc 

tt>t;HJ-;^>T?»D, (S) -N-/tl/D;i^N- [2' - (1 

H-^r b^V-;U- 5 — bf^in;i/-4--r;i/^5 1 ;W A*U>T&0. #56 

#i^4-3 6 4 1 7 1f^i 0RH#fFfg5, 1 9 6, 4 4 4*&«) fcfEic 

^v-^^fcJl/^v-) X^;V 2-lh^>- 1- [2' - (lH-rh7 v / 

5 — r;io \z?*~)V-4-'()v* ! ?)V\ - i H-ox-f 7 

.-^j^^v'l/— *5§0J©# >^1tJU^ ■£©;fr;i'#>ftBiJIH*, 

* M>f ii#©ll±ft$ni.XXfJl' (TCV-116^) Xtt^OHl 

#Pi¥5-7 8 3 2 8#^?R OfcBMWS&5, 6 1 6,5 9 9*^*) fclBIKS 

nfe-^ (i) &wr5*;w#>BMt*#, ^©ixfjPxtt^oii±i^$ 
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V-l, 3-5?t+Vl/>-4-'fJW^^. 4-(l-kFD^-l-^ 
)Vtt)V) - 2-y'.UU)l-l- [2' - (lH-er h^y-;U-5 — r;W t'7 

(GS - 8 6 6«) x«--€-ona±sf^$ns^fe^f 

»Rlf4-346.9 7 8^« C*H#tt=*5, 5 9 1, 7-6 2^«, EP^l 

^502, 3 i4^i) tiam^nfe— ^ (i) s^rrs-fc^ i©xxf 

4' - [[2-n-^Ptf;v-4-^^;>-6- ( i - ^ >x-f = &\r—jv 

<h^T#, 2?jSK:teu uD-)l,#> y ^fMW> v /tJl/WX #>-77iJ-;U^ 
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7->;i/3X>1f-r AA : 3VXxO-;i/7'>;Ph7>7>^3i7-if (ACAT) £ 
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WO 9 2/0 9 5 6 I#&#l£f2m£nfc-S£5$ (I) ^-f^>\^% l&MtZ 
H FR-1 2 9 1 6 9t^D, f©{^H N- (1, 2-^7xnjkxf jl. 
) -2- (2 7th75 FT&^oL 

#S¥ 8-510256 -St^fg (WO 9 4/2 6 7 0 2# USP5, 49 ( 

1, 1 7 2-^fg) (CfB«$n^-^ (I) ^wr^>^#ix«^-©msjif^ 

{£?iS£te, ci— i o i it&d, ^(Dit^&fes 2, 6-vMy:/n 
bMi^oi-^-N- [(2, 4, 6- hU-ryyntf;p^a:-;i/) x-fe^P] 7,;i/ 
77^- h^$)D v ^Hjoc i - 1 oini ^©^ait^^n^mfe^i- 

E.P4 2 1 4 4 1 *t&# (USP 5, 1 2 0, 7 3 8 4§&^g) tfS«$nfc— IS 

^ (i) &m^&4k&mxizJt<DMm±^ztiz>iM. "utmwt* f-i 3 9 4-e 

^CDfc^£H (IS, 2S) x -2 - [3- (2, 2 -V^)Vy°U\f.)V) 

- 3 - y — ;i/^i/-f H] /^n^-tf-/- 1 -- f;p ,3- [(4R) -n- (2, ^ 

2, 5, 5— tN7^jpi, 3-^^it>-4-#;^-;v) 75;] yn 
h°^- hTra5D> ^BJ©F- 1 3 9 4(1 ^©ISlM^n^tfetttS 

#12 0 0 0-5 0 0 7 7 \ (WO 9 7/1 9 9 1 8#^fg, USP 5, 

990, 17 3^$g) \zmMznrz4{:£>%xfe^oMw±t { tmt5ftz>i& mmiz 

\ts F-12511t*D, (S) -2\ 3\ 5' -hV*^)V 

-4' -t FP^r/-Q!- K^S^l/^- a-^x^UXiz hT— U FT&i^ * 
B^©F-1 2 5 l ift ^(DmWtfr&Zn&l&b^TZo], 
W 1 0- 1 9 5 0 3 (EP 7 9 0 2.4 0^i, US P 5, 849 
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, 7 3 2-if&«) k«Btt$nfc-flss: (i) &#-rz>fc'£®3U* j £<D%m±fFmi£ 

nz>m IfflSK}*. T- 2 5 9 ^-tfMb^fck 1 - (3 - t 

2 - b Hp+*>- 5-^ h^i-JW -3 - (2-^P^yJl/Xf;i/) - 
3- (4-^f;i'75;7i-Jl') ^UTTfef9> *»T-2 5.9 1H 

WO 9 6/2 6 94 8#^«KlE«^nfc— ( I ) SrWTSfti^ttXtt*© 
HSJtf^Sn** {^jg^Ji; FCE-2 86 54t*D> ^©-fb^fciu 1 - 
(2, 6-^V^DbJl/7xrjV) -3- [(4R, 5 R) -4, 5-5^^^^ 
-2- (4-7t77t/7x-;V) -1, 3-m7 7>-2-<;W?JW 
91/7T$0, *^BJOFCE-2 8 6 5 4«^©Jia_hffF$$n*S (th U^ 

W09 8/5 4 1 5 3 -Sf&IS (E P 9 8 7 2 5 fclBttSnfc— *8!5t ( 

i) ^mt^^m. ^r<Dmm±nm^n^mji\t^r<Dmmmm mmiziz. k- 

■1.0-0 8 57*0, N- [2. 4 -EX WFfrtt) ~6-;*5P 

;W-3-tfU5?;W -2- [4- [2- (t+t7a [4, 5-b] tfU^>-2 

WO 9 2/0 9 5 7 2^4km (EP 5 5 9 8 9 8 USP 5. 4 7 5, 1 

3 o#&«) cEisnfc^fta (i) *mr.z>ik&m mmzn., hl-o o 4 

T*Dv N- (2, 6-y<V7*nk°JV7i^V) - 2 -^h^->;P 

wth7$ras.], 

#§§¥7-8 2 2 3 2^i>|g (EP 7 1 8 2 8.1.fM) fcfBm^nfc-flgiS ( 
I) §^t§ft^^.©II±fF§$n§I {*MKl«> NTE- 1 2 2T& 
0, *r<D{k&£te. h?>7s-l, 4-H7> [ 1 W\*r*/)V- 3 - (4->? 

- 1 2 2i«©m3®±i^^n^^fe^-r^o}. 
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. jft^sp.i 0-51051 2 (WO 9 6/1 0 5 5 9#&IR) KlSB«$nfc 
4k<&mX\tt<DmW±%?m-2?lZ>1M f Wldl FR-l 8 6 0 54t$0, 

-fb^wu -i-s<>i?)V-i - [3- (tf^v-;i/-3— r;w ^>^;p] -3- 
[2, i*9-)i&*) -6-^^;wtru^>-3— r;w C7i>:n?*?K 

^i©FR- 1 8.6 0 5 414, ^©llll^f ^.tl^tfe^t^.}, 
WO 9 6/0 9 2 8 7 #&fB (EP0782 9 8 6 -§-^$8, U S P 5 , 9 9 0, 

1 5 o^$g) \zmmi£tifz—ti&: <n ^w-r^fb^x«^©^s±i^$ti 

- 2,- 2-^f;^n/t>7S FT?»D,-*58?m -eronaJbi^^nsttL ( 

WO 9 7/1 2 8 6 0 -5f (EP0866059 USP6, 0 6 3, 

8 o 6#£r?g) fciEft'snfc— «si ( i ) '&irr&fc&mxft*0W£±.iftmi£ti 

fefifctt, F R — 1 2 9 1 6 9, C I - 1 0 1 1; F- 1 3 94, F — 1 2511 

, T- 2 5 9 1, FCE-2 8 6 5 4, K— 1 0 0 8 5, HL- 0 0 4, NTE — ^ 

12 2, FR- 1 8 6 0 5 4, 

• N- (i -^^^;i/-5-^;w#^s>^^;v-4, 6->>:?wwr>FU>-7 
— r;w -2, 2-> ? ^^;i/^n/^>T^ h cstf, fc^«At^.5,) Rt* 

. N _ (i-^>^;i/-4, 6-^^^;W>HU>-7— t)V) -2, 2-5?* 

^X^£D^S-hf^$n^±^T^D, MfC$?jtfc«, C I - 1 0 1 1, F - 1 
2 5 11,. 

• n- u-^^i/-5-#;M^^5F:;i/-4, 6-> ? ^^;i^r>HU>-7 

— f;W -2, 2 -^^fJ^D'A^TS H (Ik&mA) Rtf 
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. n- (i-^>5Mi/-4, 6-^^^;k>hu>-7— r;w -2, 




N(CH 3 ) 2 



T — 2 5 9 1 



FCE-28654 
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CH 3 

K — 1 0 0 8 5 




N(CH 3 ) 2 



NH 



COC(CH 3 ) 3 • ' 
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4fc ^T-^^I, ^X^7$>E hUx^7$>^ ^v-^D^^l/T 
5>i& N, N' -^>i?;l/Xf l/>i?75>I, ^dd^D^>«, 7°o* 

^;-;i/75>I> n-^>^;W7x^;p7S>*|[, tf^^ig 

5 ft*«tt*075>t ; X&s ?V U T;^xi>^ 
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(1) T>^x>-»I ACAT|fi*5lI£* ITOfcXfcWSr 

tuts. 

(2) 7>^7->^>i isms^j^ Pit;^>, ■ -f;wwi^>, n 

(3) 7yi?*7-yyyi i^mmmm^ uv)V9>xifc*)v*'*)v*>'v 

(1) fc|B*©B£Jt«aj5K«, 

(4) t>^x>-»i i ff*^J^> *)V*V)V9 (i) \z 
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(5) ACATIfSI^ FR- 12916 9, C I -1 0 1 1, F-1394 
, F- 1 2 5 1 1, T-2 5 9 L FCE-28654, K- 1 0 0 8 5, HL- 
0 04, NTE-122, FR-1 8 6 0 54, 

— - r;w -2, 2-e?^;^n^>75>*, xtt 
N _ ■(i-^>^-4, 6-> ? ^^;w>ku >-7 — r;i/) -2, 2->^ 

^n/1>75 H^b<^CD^S±l^$n^-e^§, (1) 7!;^ (4) «fc 

(6) ACATBii^ N- (l-3-^Jl— 5-^;i/#^> / ^^;V-4, 6 
-^^^;w>FU>-7-^;v) -2, 2-^/^n/^>75F^©i 

s±tf*sn*an?fc , 5» (i) 7i?M (4) «kDa^sn*vi-rhA^— 

J^ 'tl»7^tf>'»I lMtfHS£0fll£ (2) - (4) 
##6»&U#&)^0ACATfi*JWS (5) - (6)*6ft5»^6»RU 

, W'^&#©ACAT|S$»\ FR- 1 2 9 1 6 9, C I - 1 0 1 1, F-13 
94, F-12511, T-25 91, FCE-2 8 654, K- 10085, H 
L-0 0 4, NTE-122, FR- 1 8 6 0 5 4, 
N- ( 1 5 -*;V^->^^~ 4, 6 - *J*?M > FU >— 7 
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N- (l-^>5 1 ;P-4, 6 -^tf-JV-i >HU >- 7 — OV) ~ 2 > 2-v 5 ;* 

;i^>-e&»9, w^#©acatis#jW\ n- (i -^^;p- 5-*;p^. 
5>^^;i/-4, 6-^^^;v-f>FU>-7—r;i/) -2, 2 -^;<3^;^:7°nA°/ 
7a: F^b<tt^©^sjbB^^n^>tiT^^> (1) \zmm.(DmMm.j&m. x\% 
(9) w^i^©t>> ? ^>^>i i&&m$&ffl&. ^v^^/Ta^ 
fi^©AC ATia$^iJ^\ n- ( 1 -Hr2^)V- 5 -#;M^/*5P;t-- 4, 
6-v ? ^^;W>FU>-7--f;i/) -2, 2-^?jk7 t D/^75FfU<« 

#PSBS6 1-2 6 7 5 4 (E P 1 8 8 2 4 8^i,USP4, 7 

7 1, 0 7 2§^#), W09 9/3 24 7 (USP 5, 9 9 4, 3 9 1 

m&m, US P 6, 10 7, 4 9 4t^, US&gg2 002013 47 6^fg 
K ' ftmW- 5-3 1 0 6 3 4&tm (E P 5 9 7 1 0 7 ^'Mft, E P 7 0 1 9 9 1 
mkm). WO 9 9/3 5 1 3 5*&«, WO9.9/6 44 0 9^fg (USP 6, 
2 2 1,8 9 7^ / &m> WO 0 0/47 5 6 8 ^fS» WO O 0/6 1 5 6 8f^ 
n (USP 6,2 7 7,8 3 1#2£8), EP 1 0 7 0 7.0 3#^«fc|Bifc©^fc« 

*»K©^t^«©*3a^T**ACATa«!Hl«, ^H W0 9 
2/0 9 5 6 m<ckm. #^8-5 1 0 2 5 6-£&l8 (WO 9 4/2 6 7 0 2^ 

USP5, 491, 172 EP421441 ^tem (U S P 5 , 

1 2 0, 7 3 8^«), 4»2 000-5077 1 (WO 9 7/1 9 9 1 



WO 03/020315 



PCT7JP02/08629 



15 

8§m USP 5, 9 9 0, 1 7 3t / A v «) < #I8¥1 0- 1 9 5 0 3 7m 
(EP 7 9 0 2 4 0#&3&- US P 5, 8 4 9, 7 3 2^i)> WO 9 6/2 6 
9 4 8^8, WO 9 8/5 4 1 5 3#&i® (EP 9 8 7 2 5 4^&$g), WO 9 
2/0 9 5 7 2 #&?R (EP559898 U S P 5 , 475, 130 

#BB¥7-8-2 2 3 2*H*« (EP 7 1 8 2 8 «f*¥ 1 0-5 1 

0 5 1 2-Jt&« (WO 9 6/1 0 5 5 9^fg), WO 9 6/0 9 2 8 7*^« ( 
EP0 7 8 2 9 8 6f^ USP 5, 9 9 0, 1 5 0^i)> W0 9 7/1 2 
8 6 0^1 (EP 0 8 6 6 0 5 9f » US P 6, 0 6 3, 8 0 6^i) 

t^swk: i m<Dmz®^n\zmm-rz> z. 
if.mmmm^mmmm^^Ty^^-y^y 1 1 ss^stsutAc 
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■h-wxstaimw*; K^n.3^x /ti/^>3f>^ amm. 

7 If 7 =T A ; 5 s ** h 7 > ; ^JV 5 > © «k 5 fc***««8W : <SK*tKJ£«* 
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fc 0 TPS 0... lmg .<&m\Z.\* 0 . 5mg), ±PS 1 0 0 0 mg (0? ifcfci* 5 0 0 mg) 
ft,*«PWa#©*&»C»;-liaafet)TISO. Olmg^jltttO, 0 5mg), 
'•±11 0 Omg ($?JSK:«5 Omg) /fc'AK*fl/Tl BSfcO 171S6HK ^ 

tf>->> 1 .1 tlHiH^t AC ATfi«llOill!#itt;*H:, MfcbT, 1 : 5 
0 0 717M5 0 0 : lCD|gfflF*3TS0#^o 

. mnmi 

16 3Il$£<DWHHL (Watanabe heritable hyperl ipideiic) £+Mr (V&j-^lAfc 
^mmskW*?) £ □ > b a -;n* (5 % 7 9 If 7 3* , > 
(o. 5mg/kg)&-^Sk <b-§r^A (20m g /kg)&#i^ ^MU-JV* > (0. 5mg/kg) Ab^rti 

A(20ng/kg)^*©4»(#»12~13«l)K:t>W-, 24 ilM^&ftPlft-^Ufc. 2 
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sassu w^^®w[(w®fb^Ma/^m^i^®m) xioo (%)] 



n>Mn-;VS£ 5 9.. 7 

^;v^it;^>^W 49. 3 

fc&mAn-^m 59. 0 

^-;i/^i^;v^>+ib^AWfflf¥ 4 6.2 



^;)^lt;i^><hte^A£{#^ 
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mmi- 
m\ 

-#)V*-yr)V&> 5 0. Omg 

ffrB-jt&A 10. Omg 

?LfS 113. Omg 

h^DH^^ 2 5. Omg 

7f7'J>iT^^A 2. Omg 

2 0 0 mg 

ttm^oB^&n&v.nmmiz&vfimvT, im2 o omgo^jtts. 
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1. T>^7->^>1 I'&&ffig&fflt, ACATPl$$iJ£, HBttX«B#^ 

2 . 7*>i^<hr >->> i i s^fl^iaaja^ x ^wwi^ >, 
+f-;i/^>, *>5 f, y-;^>» ^;w^+f-;i/^>x«5 i ;i'^it;i/^>Tab§ r indole 

3 . yy-J^yiyy i i $tm&&8mifi* o+ui^ >yj<tt)V^)V& >t$> 

4. t>^^>v->i ig«#*fS0W^ ^;i/^it;v^>T?ab§, ff^©i£H 

5. ACAT|51#^iJ^\ FR- 1 2 9 1 6 9, C I - 1 0 1 L F- 139 4, 
F-l 2 5 1 1> T-2 5 9 L FCE-286 54, K-10085, HL-0 
04, NTE-122, FR- 1 8 6 0 5 4, 

N- (l-^"^^;P-5-^;i/^->^^;l/-4, 6-^?K>H'J>-7 
— OV) -2, 2-^f^O^>75 h\ Xtt 

n- (i-^>^;w-4, 6-^^;i/-r>HU>-7--r;i/) -2, 2-^* 

6. ACAT|S«3U/^\ N— (1 -jr2^)V-5-Z})Vts*y*^)\<-4, 6- 
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